Objectives: To determine whether bispectral analysis (BIS) changes during nitrous oxide (N 2 O) sedation in anxious children undergoing extraction of primary teeth.
Some children need sedation because of fear or anxiety in pediatric dentistry. [1] [2] [3] In pediatric dental practice, for which analgesia is accomplished by local or regional anesthesia, sedation application is considerably different from medical practice. [1] [2] [3] [4] [5] To assess the depth of the sedation, physiological signs such as heart rate, blood pressure, and respiratory rate are important. But physiological signs exhibit large inter-patient variability and are quite dependent on the medications used. Also, they are only indirect expressions of the drugs' effects on the brain and other major systems. The use of sedation scales is the most frequent method of quantifying the sedative effect. Most commonly, subjective clinical scoring methods are used. [5] [6] [7] The most popular is the Observer's Assessment of Alertness and Sedation (OAA/S) scale (Table  1) . [8] [9] [10] It measures the level of alertness in sedated , DDS, PhD subjects based on the assessment of 4 categories: responsiveness, speech, facial expression and ocular appearance. Also, the Ramsay Sedation Scale (RSS) 11 (Table 2) is well established for the evaluation of sedation. It is easy and inexpensive to perform. But sedation scales are not objective methods. The bispectral index (BIS) offers a potential alternative to subjective scales when they do not work well or may not be sufficiently sensitive to evaluate sedation level. Bispectral index is a processed electroencephalographic (EEG) parameter, expressed as a numeric value ranging from 0 (isoelectric) to 100 (awake with eyes open) that is used clinically as a measure of hypnosis. It is currently used most commonly intraoperatively to monitor the effects of anesthetic and sedative agents as a means of judging the depth of sedation or anesthesia. 12, 13 Bispectral index monitoring is suggested to non anesthesiologist in order to avoid too deep sedation.
14 Some studies have shown a significant correlation between BIS and OAA/S scores by using different sedative drugs with N 2 O/O 2 , but others have shown that N 2 O has no effect on BIS in human volunteers when used solely. 10, 13, 15, 16 The other researchers showed that paradoxical changes might occur at BIS values during induction of anesthesia. 13, [17] [18] [19] Although N 2 O has been widely used as an anesthetic adjuvant, its effect on EEG activity is poorly understood because it is usually studied in the presence of additional anesthetics, including inhaled anesthetics. Leduc et al 20 Previous data regarding the use of BIS during N 2 O sedation remain insufficient. The aim of the current study was to assess any BIS changes during N 2 O/O 2 sedation in pediatric dentistry.
MATERIALS AND METHODS
This prospective research was performed in Gazi University Faculty of Dentistry. After obtaining Gazi University Faculty of Dentistry Ethic Committee approval and informed parental consent, 45 children having ASA physical status I, aged 7 to 12 years, weighing 21 to 33 kg (Table 1) , and scheduled for primary teeth extraction were enrolled into the study. The participant were seen for their initial exam and it was determined that they definitely exhibited "definitely negative" behavior according to the Frankl Scale 23 (Table 3) . Exclusion criteria were refusal to have application of nasal hood or insufficient sedation (body movements, complaints, moaning, and crying). Sedation levels were evaluated and graded according to the OAA/ S 4 ( 
Dental treatment
Topical anesthesia in the form of benzocaine gel 20% was applied to the dried mucosa adjacent to the tooth. Lidocaine 2% with 1:80000 adrenaline was then given in a standardized manner to each quadrant just before acquiring the BIS values (T2=4 th min after initiation of N 2 O inhalation through a nasal hood). Once analgesia had been achieved, the primary teeth were extracted (T4=6 th min after initiation of N 2 O/O 2 inhalation through a nasal hood).
Statistical analysis SPSS version 15.0 for Windows was used for statistical analysis. The time course of the parameters during the T1-6 periods of the BIS, SpO 2 and HR and control sessions (T0) were evaluated using one-way analysis of variance (ANOVA) with repeated measurements and then the post hoc Tamhane test was performed if difference was significant. Using cross tabulation, a chi-square analysis was done between BIS levels and OAA/S scores in all time periods and correlation was calculated with Pearson Correlation Coefficient (r) value (r=0-0.25 weak correlation, 0.251<r<0.500 moderate correlation, 0.501<r<0.750 strong correlation, 0.751<r<1.00 most strong correlation). P<.05 was considered as significant difference. 
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RESuLTS
Five patients who refused to have application of nasal hood were excluded from the study, and finally 40 patients were studied. Demographic properties are presented in Table 4 . At baseline (T0) and during the sedation procedure (T1-T6) vital signs, including SpO 2 and HR were recorded. The comparison of time dependent mean values of SpO 2 and HR (T1, T2, T3, T4, T5 and T6 time points between T0 sessions) were similar (P>.05) and statistically not different in normal clinical range.
The comparison of time dependent mean BIS values at T1, T2, T3, T4, T5 and T6 time points between T0 sessions were similar and statistically not different (P>.05). The mean value of BIS was 97.4. Before N 2 O/O 2 sedation, patients' RSS were determined as 1 but after the administration of N 2 O/O 2 , at the T1-6 time points patients' RSS were 2 and OAA/S scores of patients' were 4 or 5. During T1-6 time points all patients (n=40) were relax and not reject the extractions. Although administration of 40-60% N2O concentration is enough to provide sedation according to the OAA/S scores in 40 children during the study period, no changes were obtained in BIS values. No correlation was found between BIS and the OAA/S scores levels at the T1-6 periods (P=.126, r=0.1). Ramsay Sedation Scores and OAA/S correlations cannot be computed because at least one of the variables is constant. Figure 1 shows all the Pearson correlation coefficients between BIS levels and OAA/S scores during the study period.
Pearson coefficient values indicate that weak correlation was obtained between BIS levels and OAA/S scores at all time periods (r<0.25). There was no complication except nausea and vomiting at two patients during the recovery period.
DISCuSSION
In this research, children were clinically sedated with 40-60% N 2 O/O 2 according to the RSS and OAA/S, but BIS values did not alter or paradoxical changes occur during the sedation procedure. Pediatric patients who are referred to the dental clinics are especially anxious with dental extractions. Administration of N 2 O in O 2 is widely used to induce both analgesia and sedation and to improve patient cooperation during dental Variables Age (year) 9.5 ± 1.4
Weight (kg) 23.7 ± 2.7
Extraction period (min) 4.7±1.3 Table 4 . Demographic variables and duration of teeth extraction period. 29, 30 In their research on 22 healthy volunteers who were sedated by low N 2 O, Hall et al 21 reported that no correlation was found with OAA/S and BIS. But a correlation was found when N 2 O concentration was increased from 35% up to 70%. However Puri has reported paradoxical changes in BIS during N 2 O administration. 22 Previous data regarding the use of BIS during N 2 O sedation remain insufficient. Probably, the conflicting results of various studies may be explained by the differential effects of N 2 O on EEG when administered at high/low concentrations or alone/in combination with sedative or anesthetics. In this research, the administration of N 2 O alone was adequate to perform teeth extraction but no alteration or paradoxical changes were observed at BIS values.
Nitrous oxide sedation is a reliable and practical method for pediatric dentistry. Nitrous oxide is effective and the anesthetic effect wears off quickly so there is no extended recovery time. [1] [2] [3] In our study none of the patients were observed to exceed the level of 3 with respect to OAA/S which is described as patient who responds only after loud or repeated calling. However adequate sedation (OAA/S=4.5) was obtained at study group. Morse et al 31 assessed the use of BIS monitoring in 22 patients undergoing conscious sedation with midazolam or midazolam plus ketamine for dental surgery and found that the BIS values remained close to baseline. In this research mean BIS value was 97.4 and it was similar to results of Morse et al.
In children, especially at the little age group, it is difficult to perform BIS and its devices. 27 In our study group, children were aged between 7-12 years old. BIS and its devices were applied easily. Although the results of our study showed that N 2 O/ O 2 is enough to sedate children according to the RSS and OAA/S scores, we did not observe any significant changes BIS values. This means that using N 2 O/O 2 to sedate children undergoing dental extractions without any sedative agents does not require measuring the depth of sedation with BIS monitor.
CONCLuSIONS
Further investigations are needed for the validity and clinical applicability of BIS assessment with N 2 O/O 2 sedation at different concentrations or combined with other sedative drugs of in a larger pediatric population under dental treatments.
